Effect of Lym-1 radioimmunoconjugate on refractory chronic lymphocytic leukemia.
Although chronic lymphocytic leukemia is usually indolent and responsive to treatment early in its course, later stages are characterized by inexorable progression despite standard treatment so that new therapies are needed. Because malignant lymphocytes have characteristic surface antigens, the role of monoclonal antibodies is worthy of intensive investigation. Five patients with refractory chronic lymphocytic leukemia were treated with a novel radioimmunoconjugate, 131I-Lym-1, reactive with antigenic sites on malignant B lymphocytes. 131I-Lym-1 was given to the patients in doses of 20-65 mCi at 2-6-week intervals. Radioimmunoconjugate treatment using 131I-Lym-1 induced objective responses with dramatic reduction in lymphadenopathy and, in two patients, normalization of leukocyte counts. However, lymphocytes continued to be the dominate cells in the peripheral blood and bone marrow. Because these patients had advanced disease associated with preexisting peripheral cytopenias, requiring repeated transfusions, and recurrent infections, hematopoietic toxicity from 131I-Lym-1 was difficult to evaluate. The patients seemed to tolerate at least 200 mCi of 131I given at these dose levels, and intervals before toxicity added to their existing peripheral cytopenias. Radionuclide doses in excess of 300 mCi aggravated preexisting thrombocytopenia. Although the data raise the possibility of a role for 131I-Lym-1 monoclonal antibody in the treatment of chronic lymphocytic leukemia, strategies to address the radionuclide-induced thrombocytopenia are essential before this intervention can become a clinically useful therapeutic modality for chronic lymphocytic leukemia.